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AB Parathyroid hormone (PTH) , the only drug known to stimulate bone 
formation, is a peptide therapeutic indicated in the- treatment of 
osteoporosis. Unfortunately, PTH is only effective when dosed by 
injection because it has no oral bioavailability. Herein we report 
the oral absorption of PTH in rats and monkeys facilitated by the 
novel delivery agent, N- [ 8- {2-hydroxy-4- 

methoxy) bensoyl] aminocaprylic acid (I). I was selected from a group 

of 100 delivery agents based on in vitro chromatog. studies and in 

vivo screening studies in rats. The PTH/I combination was then 

tested in monkeys. The interaction of I and PTH was evaluated by 

NMR spectroscopy. Monkeys were administered an aqueous solution containing 

I 

and PTH and mean peak serum PTH concns . of about 3000 pg/mL were 
obtained. The relative bioavailability of oral PTH was 2.1% 
relative to s.c. administration. The biol. activity of the 
orally-delivered PTH was further evaluated in a rat model of 
osteoporosis. These studies showed that the bone formed following 
oral PTH/I administration was comparable to that formed following 
PTH injections. The I mediated absorption of PTH is hypothesized to 
be the result of a noncovalent interaction between I and PTH. The 
preliminary evaluation of this interaction by NMR is described. I 
facilitates the absorption of PTH following oral administration to 
both rats and monkeys. The orally-absorbed PTH is biol. active as 
demonstrated in a rat model of osteoporosis. 

IT 257951-76-1 

RL: PKT (Pharmacokinetics); BIOL (Biological study) 

(oral delivery of biol. active parathyroid hormone) 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The inventors have discovered that the disodium salt of certain 

delivery agents has surprisingly greater efficacy for delivering 
active agents than the corresponding monosodium salt. Furthermore, 
the inventors have discovered that the disodium salts of these 
delivery agents form solvates with ethanol and hydrates with 
water. The delivery agents have the formula ##STR1## 



wherein 



R.sup.l, R.sup.2, R.sup.3, and R.sup.4 are indepedently hydrogen, 
halogen, C.sub.l-C.sub.4 alkyl, or C . sub . 1-C . sub . 4 alkoxy; and 

R.sup.S is a substitued or unsubstituted C . sub . 2-C . sub . 16 
alkylene, substituted or unsubstituted C. sub . 2-C. sub . 16 
alkenylene, substituted or unsubstituted C . sub . 1-C . sub . 12 
alkyl ( arylene) , or substituted or unsubstituted 
aryl (C. sub. 1-C. sub. 12 alkylene). The hydrates and solvates of 
present invention also have surprisingly greater efficacy for 
delivering active agents, such as heparin and calcitonin, than 
their corresponding monosodium salts and free acids . The present 
invention provides an alcohol solvate, such as ethanol solvate, of 
a disodium salt of a delivery agent of the formula above. The 
invention also provides a hydrate of a disodium salt of a delivery 
agent of the formula above. Preferred delivery agents include, but 
are not limited to, N- ( 5~chlorosalicyloyl) -8-aminocaprylic acid 
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(5-CNAC), N- (10- [2-hydroxybenzoyl] amino) decanoic acid (SNAD) , and 
sodium N- ( 8- [2-hydroxybenzoyl] amino) caprylate (SNAC) . The ' 
invention also provides methods of preparing the disodium salt, 
ethanol solvate, and hydrate and compositions containing the 
disodium salt, ethanol solvate, and/or hydrate. 
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AB A progressive power lens has an effective surface including a 

progressive surface portion which progressively varies the power, 
and a peripheral rim surface portion which does not function as an 
effective surface and which is provided to surround the 
progressive surface portion. The rim surface portion is made of a 
curved surface. The invention is also directed to a mold which is 
used to produce a progressive power lens. The mold includes a 
progressive surface which progressively varies the power and a rim 
surface forming portion which forms a rim surface portion of the 
lens which does not function as a progressive surface. The rim 
surface forming portion is made of a curved surface. 
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AB The present invention relates to a method of preparing an 

alkylated salicylamide from a protected and activated salicylamide 
(hereinafter referred to as a "protected/activated salicylamide") . 
The method comprises the steps of (a) alkylating the 
protected/activated salicylamide with an alkylating agent to form 
a protected/activated alkylated salicylamide, and (b) deprotecting 
and deactivating the protected/activated alkylated salicylamide, 
simultaneously or in any order, to form the alkylated 
salicylamide. The alkylated salicylamides prepared by this method 
are suitable for use in compositions for delivering active agents 
via oral or other routes of administration to animals. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A sensor tester for testing multiple vehicle sensors is provided 

comprising: a circuit for testing a vehicle piezoelectric knock . 
sensor; a circuit for testing a vehicle speed sensor; and a 
circuit for testing ignition coils. The circuit for testing 
piezoelectric knock sensors comprises: an integrated circuit 
electrically connectable to a power source, the integrated circuit 
having a multiple step voltage divider, a connector for connecting 
the integrated circuit to the knock sensor; and a plurality of 
light emitting diodes electrically connected to the voltage 
divider of the integrated circuit. The circuit for testing vehicle 
speed sensors comprises: a voltage divider for limiting the 
voltage of a power source to a reference voltage; a voltage 
comparator having a first input, a second input and an output, the 
first input electrically connected to the voltage divider, the 
second input electrically connected to the speed sensor; and a 
voltage transition detector for detecting a voltage transition 
from the output of the voltage comparator. The circuit for testing 
ignition coils that have a primary coil and a secondary coil 
comprises: capacitance means electrically connectable in a loop 
with a power source and the primary coil; a first voltage 
indicator electrically connected in series with a side of the 
secondary winding and electrically connectable to the power 
source; a second voltage indicator for detecting a voltage across 
the capacitance means; a current interrupter electrically 
connected in parallel with the capacitance means; a first 
connector for connecting the power source in series with the 
primary coil; and a second connector for connecting the power 
source in series with the secondary coil. 
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AB An alkylation process for preparing an alkylated salicylamide I (Rl, 
R2, R3, R4 = H, halogen, optionally F or OH substituted C1-C4 
alkoxy, COOH, 0C(0)CH3, S03H, CN; R7 = linear or branched, C1-C20 
alkylene, alkenylene, or alkynylene; R7 is optionally substituted 
with C1-C4 alkyl, C1-C4 alkenyl, 0, N, S, halogen, OH, C1-C4 alkoxy, 
aryl, heteroaryl, or vinyl; R7 is optionally interrupted with aryl, 
heteroaryl, vinyl, O, N, or S; R18, R19 = carboxyl or salt thereof, 
carboxylate, CN, halogen, ester, amine or salt thereof, ale, or 
thiol, or H, where at least one of R18 and R19 is not H) from a 
protected and activated salicylamide via a dicarboxylated 
salicylamide intermediate II {R1-R4 and R7 as defined above, and R5 
= protecting group, R6 = activating group; R5R6 = atoms to complete 
a substituted or unsubstituted cyclic group; R8, Rll = C1-C4 alkyl 
or C1-C4 haloalkyl; R9, RIO = H, C1-C4 alkyl, or O) . Thus, 
2H-1, 3-benzoxazine-2 , 4- ( 3H) -dione was alkylated with 

2- ( 8-bromooctyl) malonic acid di-Et ester to give II (Rl, R2, R3, R4 
= H; R5R6 = CO; R7 ^ (CH2)6CH; R8, Rll = Et) , which was hydrolyzed 
and decarboxylated to give I (R18 = COOH; R19 = H) . The alkylated 
salicylamides prepared are useful in compns . for delivering active 
agents via oral or other routes of administration to animals. The 
present invention also relates to dicarboxylic salicylamide delivery 
agent compds . for the delivery of active agents. Methods of 
administration are provided as well. 
IC ICM A61K031-195 

ICS C07D265-12; C07C229-00; C07C233-00; C07C235-00; C07C237-00; 
C07C239-00 

CC 25-19 (Benzene, Its Derivatives, and Condensed Benzenoid Compounds) 

Section cross-reference ( s ) : 63 
ST carboxyalkylsalicylamide. prepn; salicylamide carboxyalkyl prepn; 

benzoxazinedione N alkylation bromoalkylmalonate 
IT Drug delivery systems 

(carriers; preparation of alkylated salicylamides for use as delivery 
agent compds. for the delivery of active agents) 
IT Carboxylic acids, preparation 

RL: IMF (Industrial manufacture) ; RCT (Reactant) ; SPN (Synthetic 
preparation) ; PREP (Preparation) ; RACT (Reactant or reagent) 

(dicarboxylic; preparation of alkylated salicylamides by alkylation of 
protected and activated salicylamides, followed by hydrolysis and 
decarboxylation) 
IT Alkylation 



Searcher 



Shears 571-272-2528 



09/762067 



Decarboxylation 
Hydrolysis 

(preparation of alkylated salicylamides by alkylation of protected. and 
activated salicylamides, followed by hydrolysis and 
decarboxylation) 
IT Amides, preparation 

RL: IMF (Industrial manufacture) ; RCT (Reactant) ; SPN (Synthetic 
preparation); PREP (Preparation); RACT (Reactant or reagent) 

(salicylamides; preparation of alkylated salicylamides by alkylation 
of protected and activated salicylamides, followed by hydrolysis 
and decarboxylation) 
IT 2037-95-8, Carsalam 6557-85-3 77011-21-3 

RL: RCT (Reactant); RACT (Reactant or reagent) 

(alkylation of benzoxazine with bromoalkylmalonate) 
IT 183990-46-7P 183990-65-OP 

RL: IMF (Industrial manufacture); RCT (Reactant); SPN (Synthetic 
preparation); PREP (Preparation); RACT (Reactant or reagent) 
(preparation and sodium salt formation of) 
IT 183990-61-6P 203787-91-lP 204852-64-2P 204852-67-5P 
257952-20-8P 264602-55-3P 

RL: IMF (Industrial manufacture); SPN (Synthetic preparation); PREP 
(Preparation) 

(preparation for use as delivery agent compds . for the delivery of 
active agents) 

REFERENCE COUNT: 1 THERE ARE 1 CITED REFERENCES AVAILABLE FOR 

THIS RECORD. ALL CITATIONS AVAILABLE IN 
THE RE FORMAT 
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ACCESSION NUMBER: 
TITLE: 

INVENTOR ( S ) : 

PATENT ASSIGNEE (S) : 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



133:163951 MARPAT 
Preparation of N- (to- 
carboxyalkyl) salicylamides 

Gschneidner, David; Bernadino, Joseph N.; Bay, 
William E. 

Emisphere Technologies, Inc., USA 

PCT Int. Appl., 32 pp. 

CODEN: PIXXD2 

Patent 

English 

4 



PATENT NO. 



KIND DATE 



APPLICATION NO. DATE 



WO 2000046182 Al 20000810 WO 2000-US3189 20000204 



W: 


AE, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, 


BY, 


CA, 


CH, 


CN, 


CR, 




CU, 


CZ, 


DE, 


DK, 


DM, 


EE, 


ES, 


FI, 


GB, 


GD, 


GE, 


HR, 


HU, 


ID, 


IL, 




IN, 


IS, 


JP, 


KE, 


KG^, 


KP, 


KR, 


KZ, 


LC, 


LK, 


LR, 


LS, 


LT, 


LU, 


LV, 




MD, 


MG, 


MK, 


MN, 


MW, 


MX, 


NO, 


NZ, 


PL, 


PT, 


RO, 


RU, 


SD, 


SE, 


SG, 




SI, 


SK, 


SL, 


TJ, 


TM, 


TR, 


TT, 


TZ, 


UA, 


UG, 


US, 


UZ, 


VN, 


YU, 


ZA, 




ZW, 


AM, 


AZ, 


BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, 


TM 












RW: 


GH, 


GM, 


KE, 


LS, 


MW, 


SD, 


SL, 


SZ, 


TZ, 


UG, 


ZW, 


AT, 


BE, 


CH, 


CY, 




DE, 


DK, 


ES, 


FI, 


FR, 


GB, 


GR, 


IE, 


IT, 


LU, 


MC, 


NL, 


PT, 


SE, 


BF, 




BJ, 


CF, 


CG, 


CI, 


CM, 


GA, 


GN, 


GW, 


ML, 


MR, 


NE, 


SN, 


TD, 


TG 




.149066 




Al 


20011031 




EP 2000-911725 


20000204 




R: 


AT, 


BE, 


CH, 


DE, 


DK, 


ES, 


FR, 


GB, 


GR, 


IT, 


LI, 


LU, 


NL, 


SE, 


MC, 



Searcher 



Shears 571-272-2528 



09/762067 



PT, IE, SI, LT, LV, FI, RO 



US 2002013497 


Al 


20020131 


US 


2001 


-922961 


20010803 


US 6399798 


B2 


20020604 










PRIORITY APPLN. INFO. 






US 


1999 


-119207P 


19990205 








US 


1999 


-127754P 


19990405 








US 


1999 


-173989P 


19991230 








WO 


2000 


-US3189 


20000204 



OTHER SOURCE(S): CASREACT 133:163951 

GI 



R4 0 




AB The title process utilizes protected/activated (sic) salicylamides I 
[R = H; R1-R4 = H, halo, alkyl, alkoxy, etc.; R5 = protecting group; 
R6 = activating group (sic) ; R5R6 = atoms to complete a ring] . 
Thus, salicylamide was converted to I (R1-R4 = H, R5R6 = CO) (II; R = 
H) which was N-alkylated by Br(CH2)6CN to give II [R = (CH2)6CN]. 
The latter was hydrolized in 2 steps to I [R ^ (CH2)6C02H, R1-R6 
H] . 

IC ICM C07C229-14 
ICS C07D265-26 

CC 25-19 (Benzene, Its Derivatives, and Condensed Benzenoid Compounds) 

ST carboxyalkylsalicylamide prepn; salicylamide carboxyalkyl prepn; 
benzoxazinedione N alkylation 

IT Alkylation 

(preparation of N- (ra-carboxyalkyl ) salicylamides ) 

IT 2037-95-8P, 2H-1 , 3-Benzoxazine-2 , 4 ( 3H) -dione 4897-84-lP 
24 08 8- 81- IP, 6-Chloro-2H-l, 3-Benzoxazine-2 , 4 (3H) -dione 
287935-35-7P 2 87935-36-8P 287935-37-9P 2 87 935-38-OP 
RL: IMF (Industrial manufacture) ; RCT (Reactant) ; SPN (Synthetic 
preparation); PREP (Preparation); RACT (Reactant or reagent) 
(preparation of N- (co-carboxyalkyl ) salicylamides ) 

IT 183990-46-7P 183990-61-6P 183990-65-OP 204852-67-5P 
257952-20-8P 

RL: IMF (Industrial manufacture); SPN (Synthetic preparation); PREP 
(Preparation) 

(preparation of N- (co-carboxyalkyl ) salicylamides ) 
IT 65-45-2 2623-87-2, 4-Bromobutyric acid 7120-43-6, 

5-Chlorosalicylamide 20965-27-9, 7-Bromoheptanenitrile 
29823-21-0, Ethyl 8-bromooctanoate 55099-31-5, Ethyl 
10-bromodecanoate 

RL: RCT (Reactant); RACT (Reactant or reagent) 

(preparation of N- (o-carboxyalkyl ) salicylamides ) 
REFERENCE COUNT: 2 THERE ARE 2 CITED REFERENCES AVAILABLE FOR 

THIS RECORD. ALL CITATIONS AVAILABLE IN 
THE RE FORMAT 
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130: 13925 MARPAT 

Substituted 6- and 7- 

aminotetrahydroisoquinolinecarboxylic acids as 
matrix metalloproteinase inhibitors 
Schudo_k , Manfred 
Hoechst A.-G., Germany 
Ger. Offen,, 18 pp. 
CODEN: GWXXBX 
Patent 



L9 

ACCESSION NUMBER: 
TITLE: 



INVENTOR (S) : 
PATENT ASSIGNEE(S) 
SOURCE: 



DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT 
PATENT INFORMATION: 



German 
1 



PATENT NO. 




KIND 


DATE 




APPLICATION NO.. : 


DATE 


DE 


19719817 




Al 


19981119 




DE 


1997- 


19719817 


19970513 


EP 


878467 




Al 


19981118 




EP 


1998- 


108039 


19980502 


EP 


878467 




Bl 


20011031 














R: AT, 


BE, 


CH, DE, 


DK, ES, 


FR, 


GB, GR, IT 


, LI, LU, 


NL, SE, MC, 




PT, 


IE, 


SI, LT, 


LV, FI, 


RO 










AT 


207903 




E 


20011115 




AT 


1998- 


108039 


19980502 


ES 


2166577 




T3 


20020416 




ES 


1998- 


108039 


19980502 


PT 


878467 




T 


20020429 




PT 


1998- 


108039 


19980502 


US 


_5aaZA3J« 




A 


19991005 




US 


1998- 


75186 


19980511 


CA 


2237382 




AA 


19981113 




CA 


1998- 


2237382 


19980512 


CN 


1199045 




A 


19981118 




CN 


1998- 


108315 


19980512 


BR 


9803694 




A 


20000321 




BR 


1998- 


3694 


19980512 


RU 


2212405 




C2 


20030920 




RU 


1998- 


109049 


19980512 


AU 


9865938 




Al 


19981119 




AU 


1998- 


65938 


19980513 


AU 


731079 




B2 


20010322 












JP 


10316662 




A2 


19981202 




JP 


1998- 


130752 


19980513-^ 



PRIORITY APPLN. 
GI 



INFO. 



DE 1997-19719817 19970513^^ 





AB Title compds . I [Rl = (un) substituted Ph, heteroarom. , OH, C02H, 
alkyl, cyclbalkylalkyl, CN, N02, CF3; A = bond,0, CH:CH, 
C.tplbond.C; R2 = NHOH, (un) substituted OH; R3, R4 = H, alkyl. 



Searcher 



Shears 571-272-^2528 



09/762067 

aralkyl, acyl, (un) substituted C02H, substituted sulfonyl, 
C(:NH)NH2; R3R4 = N heterocyclic; B = alkylene, oxaalkylene, CH:CH; X 

= CH:.CH,. O,. S] were prepared for use as matrix metalloproteinase. 

inhibitors. Thus, amide II was prepared from 1,2,3,4- 
tetrahydroisoquinolinecarboxylic acid by nitration, sulfonamide 
formation, isomer separation, reduction of the nitro group, 
N-tert-butoxycarbonylation, reaction with Me3SiONH2, and deblocking. 
II had IC50 against MMP-3 and MMP-8 of 1X10-8 and 2X10-9 M, resp. 

IC ICM C07D217-26 

ICS C07D401-04; C07D405-14; C07D409-14; A61K031-47 

ICA C07D521-00; C07D217-06; C07D333-06; C07D307-38 

CC 27-17 (Heterocyclic Compounds (One Hetero Atom) ) 
Section cross-reference (s ) : 1, 7 

ST aminotetrahydroisoquinolinecarboxylic acid prepn matrix 
metalloproteinase inhibitor 

IT 191327-09-OP 191327-11-4P 191327-12-5P 2 15956-98-2P. 
215957-04-3P 215957-05-4P, 215957-0 6-5P 2 15957- 07- 6P 
RL: BAG (Biological activity or effector, except adverse) ; BSU 
(Biological study, unclassified); RCT (Reactant) ; SPN (Synthetic 
preparation); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); RACT (Reactant or reagent); USES (Uses) 

(preparation of aminotetrahydroisoquinolinecarboxyiic acids as matrix 
metalloproteinase inhibitors) 

IT 191327-10-3P 191327-20-5P 215956-97-lP 215957-02-lP 
215957-03-2P 215 957-08-7P 215957-09-8P 215957-10-lP 
215957-11-2P 215957-12-3P 215957-13-4P 215957-14-5P 
RL: BAC (Biological activity or effector, except adverse) ; BSU 
(Biological study, unclassified); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of aminotetrahydroisoquinolinecarboxylic acids as matrix 
metalloproteinase inhibitors) 
IT 9001-12-1, MMP-8 79955-99-0, MMP-3 

RL: BPR (Biological process) ; BSU (Biological study, unclassified) ; 
BIOL (Biological study); PROC (Process) 

(preparation of aminotetrahydroisoquinolinecarboxylic acids as matrix 
metalloproteinase inhibitors) 
IT 215956-94-8P 

RL: BYP (Byproduct); PREP (Preparation) 

(preparation of aminotetrahydroisoquinolinecarboxylic acids as matrix 
metalloproteinase inhibitors) 
IT 67123-97-1, 1 , 2 , 3 , 4-Tetrahydroisoquinoline-3-carboxylic acid 
RL: RCT (Reactant); RACT (Reactant or reagent) 

(preparation of aminotetrahydroisoquinolinecarboxylic acids as matrix 
metalloproteinase inhibitors) 
IT 215956-88-OP 215956-89-lP 215956-90-4P 215956-91-5P 

215956- 93-7P 215956-95-9P 215956-99-3P 215957-00-9P 

215957- 15-6P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); 
RACT (Reactant or reagent) 

(preparation of aminotetrahydroisoquinolinecarboxylic acids as matrix 

metalloproteinase inhibitors) 
IT 215956-92-6P 215956-96-OP 

RL: SPN (Synthetic preparation); PREP (Preparation) 

(preparation of aminotetrahydroisoquinolinecarboxylic acids as matrix 

metalloproteinase inhibitors) 
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IT 215957-01-OP 

RL: SPN (Synthetic preparation); THU (Therapeutic use); BIOL 
(Biological study) ; PREP (Preparation) ; USES (Uses) 

(preparation of aminotetrahydroisoquinolinecarboxylic acids as matrix 
metalloproteinase inhibitors) 

FILE 'MARPATPREV* ENTERED AT 09:12:50 ON 07 JUN 2 004 
LI STR 

14 

OH 7 9 

^X, 3 .C ---NH-^G1-^C02H 
1 c ^"^C 9 10 11 12 

C 
F 8 



REP Gl=(7-7) C 
NODE ATTRIBUTES: 
DEFAULT MLEVEL IS ATOM 
DEFAULT ECLEVEL IS LIMITED 



GRAPH ATTRIBUTES: 

RING(S) ARE ISOLATED OR EMBEDDED 
NUMBER OF NODES IS 13 



STEREO ATTRIBUTES: NONE 



ATTRIBUTES SPECIFIED AT SEARCH-TIME: 
ECLEVEL IS LIM ON ALL NODES 
ALL RING(S) ARE ISOLATED 




LIO 




EA FILE=MARPATPREV SSS FUI^^^^^^(MODIFIED ATTRIBUTES) 



100.0% PROCESSED 16 ITERATIONS 

SEARCH TIME: 00.00.01 



0 T^SWERS 



(FILE 'CAPLUS, MEDLINE, BIOSIS, EMBASE, WPIDS, CONFSCI, SCI SEARCH, 
JICST-EPLUS, JAPIO, USPATFULL* ENTERED AT 09:13:34 ON 07 JUN 2004 

ON PLU=ON "GSCH NEIDNER D"?/AU 

"BAY LEONE A"? 



Lll 


68 


SEA 


ABB=ON 


PLU=ON 


"GSCHNEIDNER D"' 


L12 


2756 


SEA 


ABB=ON 


PLU=ON 


( "I:eONE~^Y_ A" ? 






"BAY A"? OR 


"LEONE 


A"?) /AU 


L13 


9400 


SEA 


ABB=ON 


PLU=ON 


"WANG E"?/AU 


L14 


12 


SEA 


ABB=ON 


PLU=ON 


"ERRIGO L"?/AU 


L15 


8179 


SEA 


ABB=ON 


PLU=ON 


"HO~T<"?/AU 


L16 


1111 


SEA 


ABB=ON 


PLU=ON 


"PRESS J"?/AU 


L17 


1150 


SEA 


ABB=ON 


PLU=ON 


"TONG P"?/AU 


L18 


0 


SEA 


ABB==ON 


PLU=ON 


Lll AND L12 AND 






AND 


L16 AND 


L17 




L19 


34 


SEA 


ABB=ON 


PLU^ON 


Lll AND (L12 OR 






L16 


OR L17) 
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L30 
L31 



L12 AND (L13 OR L14 OR Ll5 OR L16 OR 

LIS AND (L14 OR LIS OR Ll6 OR L17). 

L14 AND (LIS OR L16 OR Ll7) 

LIS AND (L16 OR L17) 



(L19 OR L20) AND (DELIVER? ( 5A) (ACTIVE 
AGENT)) (S) (PROTEIN OR POLYPROTEIN OR PEPTIDE OR 
POLYPEPTIDE OR HORMONE OR POLYSACCHARIDE OR MUCOPOLYSACCH 
ARIDE OR CARBOHYDRATE OR LIPID) 
7S SEA ABB=ON PLU=ON L21 OR L22 OR L23 OR L29 
S3 DUP REM L30 (22 DUPLICATES REMOVED) 



L20 


121 


SEA 


ABB=ON 


PLU=ON 






L17) 






L21 


15 


SEA 


ABB=ON 


PLU==ON 


L22 


2 


SEA 


ABB=ON 


PLU=ON 


L23 


15 


SEA 


ABB=ON 


PLU=ON 


L24 


0 


SEA 


ABB=ON 


PLU=ON 


L29 


57 


SEA 


ABB=ON 


PLU=ON 
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Compounds and compositions for delivering active 
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STATES 

DeMorin, Frenel, Spring Valley, NY, UNITED STATES 
Emisphere Technologies, Inc. (U.S. corporation) 



NUMBER 



KIND 
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APPLICATION INFO.: 
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US 2004068013 Al 20040408 

US 2003-677906 Al 20031001 (10) 

Continuation of Ser. No. US 2002-90012, filed on 
21 Feb 2002, GRANTED, Pat. No. US 6663887 
Continuation of Ser., No. US 2000-730156, filed on 

5 Dec 2000, ABANDONED Continuation of Ser. No. US 
1999-346970, filed on 2 Jul 1999, ABANDONED 
Continuation of Ser. No. US 1997-795837, filed on 

6 Feb 1997, GRANTED, Pat. No. US 6100298 Division 
of Ser. No. US 1994-335148, filed on 25 Oct 1994, 
GRANTED, Pat. No. US 5643957 Continuation-in-part 
of Ser. No. WO 1994-US4S60, filed on 22 Apr 1994, 
PENDING Continuation-in-part of Ser. No. US 
1993-51019, filed on 22 Apr 1993, GRANTED, Pat. 
No, US 5451410 Continuation-in-part of Ser. No. 
US 1994-205511, filed on 2 Mar 1994, GRANTED, 
Pat. No. US 5792451 Continuation-in-part of Ser. 
No. US 1994-231622, filed on 22 Apr 1994, 
GRANTED, Pat. No. US 5629020 



DOCUMENT TYPE: 

FILE SEGMENT: 

LEGAL REPRESENTATIVE: 



805 Third Avenue, New York, 



Utility 
APPLICATION 
DARBY & DARBY P.C. 
NY, 10022 
27 
1 

956 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Modified amino acid compounds useful in the delivery of active 



NUMBER OF CLAIMS 
EXEMPLARY CLAIM: 
LINE COUNT: 
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agents are provided. Methods of administration and preparation are 
provided as well. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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2003:161960 BIOSIS 
PREV200300161960 

Compounds and compositions for delivering active 
agents . 

Leone-Bay,. Andrea [Inventor, Reprint Author] ; 
Wang, Eric [Inventor]; Sarubbi, Donald J. 
[Inventor]; Leipold, Harry [Inventor]; Ho, 
Koc-Kan [Inventor]; Gschneidner, David 
[Inventor] 

Monmouth Junction, NY, USA 
ASSIGNEE: Emisphere Technologies, Inc. 
US 6525020 February 25, 2003 

Official Gazette of the United States Patent and 
TrademarJc Office Patents, (Feb 25 2003) Vol. 1267, 
No. 4. http://www.uspto.gov/web/menu/patdata.html. 
e-file. 

ISSN: 0098-1133 (ISSN print) . 
Patent 
English 

Entered STN: 26 Mar 2003 
Last Updated on STN: 26 Mar 2003 
Carrier compounds and compositions therewith which are useful in the 
delivery of active agents are provided. Methods of administration 
and preparation are provided as well. 
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York,. NY, 10150-5257 . .. 

NUMBER OF CLAIMS: 31 
EXEMPLARY CLAIM: 1 
LINE COUNT: 1073 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Carrier compounds and compositions therewith which are useful in 

the delivery of active agents are provided. Methods of 
administration and preparation are provided as well. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



L31 ANSWER 4 OF 53 USPATFULL on STN 



ACCESSION NUMBER: 
TITLE: 

INVENTOR (S) : 



2003:307153 USPATFULL 

Compounds and compositions for delivering, active 
agents 

Gschneidner, Davids Stamford, CT, 
UNITED STATES 

Leone-Bay, Andrea, Ridgefield, CT, 
UNITED STATES 

Wang, Eric, Ellicott City, MD, UNITED 
STATES 

Freeman, John J., Fairfield, CT, UNITED STATES 
O^Toole, Doris C, Carmel, NY, UNITED STATES 
Shields, Lynn, Port Chester, NY, UNITED STATES 



PATENT INFORMATION: 
APPLICATION INFO. : 



NUMBER 



KIND 



DATE 



US 2003216589 Al 20031120 

US 6693208 B2 20040217 

US 2002-168275 Al 20020715 

WO 2000-US34329 20001218 



(10) 



NUMBER 



PRIORITY INFORMATION 
DOCUMENT TYPE: 
FILE SEGMENT: 
LEGAL REPRESENTATIVE 



DATE 
19991216 



NUMBER OF CLAIMS 
EXEMPLARY CLAIM: 
LINE COUNT: 



US 1999-60171213 
Utility 
APPLICATION 
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1 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Amino acid derivative as. carrier compounds and compositions which 

are useful in the delivery of active 
agents are provided. The active agents can be a 
peptide mucopolysaccharide, 
carbohydrate, or lipid. Methods of 

administration, including oral administration, and preparation are 
provided as well. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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Continuation-in-part of Ser. No. US 1995-414654, 
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carcinogenesis is the major cause. Studies on individual genes or 
loci have suggested, that in tumors from nonsmokers, different 
genetic alterations are present compared with tumors from smokers. 
It is possible that distinct genetic pathways may be involved. 
However, the targets remain largely unknown; and, to the authors' 
knowledge, molecular cytogenetics studies on lung carcinomas from 
nonsmokers have not been reported. METHODS: Comparative genomic 
hybridization (CGH) analysis was performed on primary lung 
adenocarcinoma samples from 32 patients who never smoked to identify 
loci of frequent aberrations. RESULTS: Different extents of 
aberration were found in 31 of the 32 samples studied. The most 
frequently altered locus was gain of 16p (59% of samples) followed 
by gain of 20q (44% of samples) , with the minimal overlapping 
regions at 16pl3 . l-pl3 . 2 and 20ql3.2, respectively. Other 
over-represented loci with > 30% frequency were observed at 5p (34% 
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of samples), 7p (41% of samples), 8q (31% of samples), 17q (34% of 
samples), and 19q (34% of samples); and high-level DNA 

amplifications were detected at Iq, 7p, 12q,. .1.9q,. and .20q. .DNA..^^ 

under-representation was observed less commonly and included 8p (28% 
of samples), 9p (22% of samples), 13q (28% of samples), and 18q (38% 
of samples) . CONCLUSIONS: The current study identified targets of 
frequent genetic aberration in primary adenocarcinomas from 
nonsmokers. Compared with reported CGH findings in the literature, 
the current findings suggest that DNA gain at 16p is the distinct 
aberration involved in these tumors. Other frequently altered loci 
involve commonly reported oncogenic and tumor suppressor loci, 
suggesting an overlap with the genetic pathways of tobacco-induced 
lung carcinogenesis. 
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Methods of administration and preparation are provided as well. An 
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25% aqueous propylene glycol was prepared 
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AB The present invention provides modified amino acids for delivering 
active agents, and particularly biologically or chemically active 
agents. The preferred modified amino acids of the present invention 
include N-acylated or sulfonated amino acids. These modified amino 
acids are used as carriers to facilitate the delivery of a cargo to 
a target. Such modified amino acids are well suited to form 
non-covalent mixtures with biologically-active agents for oral 
administration to animals. Methods for the preparation and 
administration of the modified amino acids and compositions 
including the same are also provided. 
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AB WO 9834632 A UPAB: 20040213 

A composition comprises: (a) at least one active agent; and (b) at 
least one carrier selected from caprylic acid derivatives of formula 
X-C(=0) -NH- (CH2) 7-COOH (I), plienylbutyric acid derivatives of 
formula (II). X = 2-aminoplienyl; 2-trif luorometlioxyplienyl ; 2- or 3 
metlioxyplienyl ; 2-pyrazinyl; benzyloxy; plienoxy; 3- (2 
hydroxypyridinyl) ; 3- ( 8-chromone ) ; 4-vinylphenyl ; 3, 5-dimethoxy-4 
liydroxyphenyl; 2-hydroxy-6-metlioxyphenyl; 3-chloro-6 mettioxyplienyl ; 
2-metlioxy-4-chlorophenyl ; and Y = phenyloxymetliyl ; 
pentaf luorophenyl; 3-methoxyphenyl ; 2 hydroxyphenyl ; 
2- {2 , 5-dimethoxycinnamoylethynyl) ; 2-pyrazinyl; 2 
(3-carboxypyrazinyl) ; benzyloxy; phenoxy; cliromone; 3- (2 
liydroxypyridinyl) ; 2-, 3- or 4-iodophenyl ; 2- ( l-hydroxynaplit]iyl ) ; 
2-methoxy-4-nitrophenyl ; 3-nitro-4 methoxyphenyl ; 

2- hydroxy-4-bromophenyl ; 2-chloro-5-nitrophenyl ; 

2, 3, 5-trichlorophenyl; 2-ethoxyplienyl ; 2 dimethylaminoplienyl ; 

3- (2-cliloropyridinyl ) . 

USE - The compositions can be used to deliver biologically or 
chemically active agents, e.g. across the blood/brain barrier. 
Dosage forms may be tablets, capsules or liquids. 

ADVANTAGE - The bioavailability of active agent is increased by 
administering the carrier compared to administration of active agent 
alone. The composition is particularly useful for active agents 
which would otherwise be destroyed or rendered less effective by 
conditions encountered before the active agent reaches its target 
zone . 
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AB Modified amino acid c omp ds . useful in the delivery of 
active agents (peptides, 

carbohydrates/ antigens, monoclonal antibodies, 
hormones/ pesticides, etc. ) are provided. Methods of 
administration and preparation are also provided. The effect of a 
composition 

containing e.g. interf eron-a2 and e.g. I (preparation given) on the 
serum interferon level was determined 
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AB Modified amino acid compds . [I (n = 0-3; m = 0-4; X = H, halo, OH, 
etc.), II (n = 0-3; X = 2-F, 3-MeO, 4-Me, etc.), etc.], useful in 
the delivery of active agents such as, 
e.g., human growth hormone^ interferon, heparin, 
calcitonin, parathyroid hormone, were prepared Thus, 

reaction of 8-aminocaprylic acid with O-acetylsalicyloyl chloride in 
the presence of 2M aqueous NaOH afforded 57% III which was mixed with 
recombinant growth hormone (rhGH) in a phosphate buffer solution at pH 



Searcher 



Shears 571-272-2528 



09/762067 



7-8 and administered orally to rats at 25 mg/kg of carrier and at 1 
mg/kg of rhGH. The mean peak serum level of compound III was 60.92 
ng/mL as compared to < 10 ng/mL for control. 
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Modified amino acid compds . as absorption enhancers are useful in 
the delivery of active agents. These compound are used as carriers to 
facilitate the delivery of a cargo to a target. Thus, 47.00 g 
acetylsalicyloyl chloride was added to a mixture of 50.00 g 
4- (4-aminophenyl) butyric acid in 300 mL of 2M aqueous sodium hydroxide 
and the reaction was stirred at 25° for 2 h, then it was 

acidified with aqueous HCl to obtain a precipitate which was separated and 
washed 
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to give 31.89 g 4- (2-hydroxyphenylcarbonylamino) p-phenylbutanoic 
acid (I). I was mixed with interferon a-2 (II) in Tris-HCl 
buffer pH = 7-8 and was orally administered to rats. at a rate of 300 
mg I/kg and 1000 [xg Il/kg. The mean peak serum level of II was 
8213 as compared to 688 ng/mL for controls. 
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As part of our oral drug delivery program, hundred grams of pure 
compds . 2 and 3 were required. These compds . were prepared from 
acetanilide 1 via Friedal-Craf t acylation, followed by Wolf f-Kishner 
reduction, and condensation with the corresponding acyi halides . The 
final coupling step in. this sequence generated large amts . of the 
undesired oligomer 4 which was essentially impossible to sep. from 
the desired product on this scale. Herein we report conditions for 
suppression of this oligomeric material via a simultaneous, one-ppt 
acid protection amine activation process. 
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AB PROBLEM TO BE SOLVED: To provide a simple and readily prepared 

system technique being not expensive and capable of delivering an 
active agent in a wide range, 

SOLUTION: A modified amino acid compound useful in the 
delivery of the active agent is 

provided. The active agent can be a peptide such as rhGH. 
Administration methods such as oral, subcutaneous, sublingual and 
intranasal administration, are provided. A method for preparation o 
the modified amino acid compound is also provided. 
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AB PROBLEM TO BE SOLVED: To provide a carrier compound and a 

composition thereof for delivering activators, the administrations 
including the oral route and the like, and the preparation method 
thereof . 

SOLUTION: The objective composition comprises (A) at least one of 
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activator and (B) a compound represented by formula (1) or the salts 
thereof and the single dose unit including the composition. The 
activation agent includes at least peptide, muco-polysaccharide, . 
carbohydrate or lipid. For example, it is selected from the group 
consisting of human growth hormone, bovine growth hormone, growth 
hormone-releasing hormone, interferons, interleukin-I , 
interleukin-II , insulin, heparin, low molecular-weight heparin, 
calcitonin, erythropoietin, atrial natriuretic polypeptide, 
antigens, monoclonal antibodies, somatostatin, somatostatin, 
adenocorticotropin, gonadotropin-releasing hormone, oxytocin, 
vasopressin, cromolyn sodium, vancomycin, deferoxamine, parathyroid 
hormone and their combinations . 
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AB PROBLEM TO BE SOLVED: To obtain a carrier compound and a composition 
effective for delivering an activator and to provide an 
administration method including an oral administration and a 
preparation method. 

SOLUTION: This composition contains (A) at least one activator and 
(B) a compound of the formula or its salt. This administration unit 
form contains the composition. 
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